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Review

Radioimmunotherapy for Non-Hodgkin’s Lymphoma

Arati V. Rao, MD, Gamal Akabani, PhD, and David A. Rizzieri, MD

Non-Hodgkin’s lymphoma (NHL) is the most common hematological malignancy in the United
States with a rapidly increasing incidence. Most follicular NHL is indolent but incurable, whereas
the more aggressive varieties do respond to therapy. Most patients with follicular NHL who
transform to an aggressive NHL are very difficult to treat successfully. Treatment options have
included chemotherapy, radiation, immunotherapy with monoclonal antibodies, alone or in
combination, and hematopoietic stem cell transplantation. The efficacy of monoclonal antibodies
is augmented when they are combined with a radioisotope like iodine-131 or yttrium-90.There
have been a number of studies done in recent years studying the efficacy of this form of therapy,
i.e., radioimmunotherapy (RIT) in patients with NHL. This review attempts to integrate the
information from the various clinical trials done using RIT in patients with relapsed/refractory or
newly diagnosed NHL and in hematopoietic stem cell transplantation. It also includes updates on
the use of RIT in elderly patients and in patients with significant bone marrow involvement among
other recent advances made in this field.
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Non-Hodgkin’s lymphoma (NHL) is the most commonly
occurring hematologic malignancy in the United States with
an estimated 54,370 new cases diagnosed in the year 2004.!
Notably, 85% of NHLs are B cell lymphomas and the most
commonly occurring varieties include the diffuse B cell large
cell lymphomas. Follicular lymphoma is the second most
common type of NHL including 35% to 40% of all adult
lymphomas.? It is especially common in the elderly and is
characterized by advanced stage at presentation and an
indolent clinical course with a long median survival of 8 to 10
years. While patients might initially respond to therapy, the
disease is punctuated by multiple episodes of recurrence
leading ultimately to death due to refractory disease,
transformation to an aggressive large B cell pathology or
complications of therapy. Once transformation occurs, the
median survival is <1 year. There are multiple
chemotherapeutic options available for recurrence but none
have had a significant impact on survival. More recently,
radioimmunotherapy (RIT), which uses a monoclonal
antibody in addition to a radionuclide to deliver radiation to
the sites of disease, has been extensively studied in this
population with encouraging results.

Principles and Advantages of RIT

There are several advantages to using RIT for the treatment
of lymphoma.3 First, lymphomas are very sensitive to
radiation in a dose-dependent fashion, thus making them
ideal targets for RIT. Secondly, there are abundant and well
characterized cell surface antigens overexpressed on the
tumor cells, such as CD20. Thirdly, radioimmunoconjugates
kill lymphoma cells predominantly by radioactive emissions
and thus can be useful even when the patient has failed
treatment with unmodified monoclonal antibodies.# The
B-particles emitted by the radioactive moieties in clinical use
today, iodine-131 (1311) and yttrium-90 (°0Y), are cytotoxic.
Particles are cytotoxic over a spherical volume with a radius
that extends a few millimeters. The Rog of 20Y is 5.3 mm
and that of 13T is 0.8 mm (maximum of 11.0 mm and 2.9
mm, respectively). By targeting several tumor cells, tumor
volumes of several centimeters can be efficiently treated by
means of the “crossfire” effect.5 This also allows killing of
tumor cells that may be inaccessible to an unmodified
monoclonal antibody such as rituximab due to penetration
barriers. It should not be overlooked that presently available
agents for use in lymphoma (°0Y-ibritumomab tiuxetan
[Zevalin] and 13!1-tositumomab [Bexxar]) are both given
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with a naked antibody with anti-tumor effects of its own,
preceding the radiolabeled dosage.

Cellular Targets

The CD20 antigen is a pan B cell antigen, which is
homogenously expressed on more than 90% of B cell
lymphomas at a density of 50,000 to 200,000
molecules/lymphoma cell.6 As a differentiation antigen, it is
not expressed on stem cells, plasma cells or non-hematopoietic
tissues. Since this antigen is minimally shed into the
circulation in follicular or diffuse lymphoma, there is very
little free antigen that would block the delivery of anti-CD20
antibody to the nodal areas of disease. CD20 is also
minimally modulated or internalized after antibody binding.
Anti-CD20 monoclonal antibodies are capable of directly
killing cells by both complement-mediated effects (in vivo
antibodies against CD55, e.g., decay accelerating factor and
CD59 or protectin) and by antibody dependent cellular
cytotoxicity, although there is also a direct effect — inhibition
of cell proliferation by induction of apoptosis. Other antigenic
targets on B cells or cells under investigation for targeted
therapy include CD19, CD22, CD37, CD25, CD52 and HLA
class II. CD19 is ubiquitously expressed on B cells, but is
rapidly internalized after antibody binding.”-8 CD22 is
expressed on 75% to 80% of B cell lymphomas, but is more
variably expressed from cell to cell than CD19 or CD20, and
is rapidly internalized after antibody binding.® CD37 is
present in high density on most B lymphocytes and is
internalized to a moderate degree. However, previous studies
have shown less favorable responses with anti-CD37
conjugates than with anti-CD20 radioimmunoconjugates.!0
Thus, at this time, the most widely employed monoclonal
antibody for lymphoma, Rituximab, targets CD20 and has
been studied as a single agent and in combination with
chemotherapy. However, all tumor cells may not be bound by
monoclonal antibodies and might be resistant to its anti-tumor
and immune activating mechanisms.

Principles of RIT

Conventional external beam radiotherapy delivers radiation at
relatively high dose rates for short periods of time which are
separated by intervals of hours or days during which no
radiation is received. Tumor cells exposed to continuous
external radiation are blocked from progressing past the G2
phase of the cell cycle. G2/M is the most radiosensitive part
of the cell cycle and accumulation of cells at this stage is
thought to increase the cytotoxicity of continuous low doses
of radiation. In contrast, RIT delivers total body radiation in a
more directed fashion with more focus on the actual tumor
tissue than uninvolved normal viscera. Here, the peak dose
rate is generally lower, but radiation is delivered continuously
at an exponentially declining rate for days or weeks as the
bound radioisotope decays within the tumor. Also, the
continuous delivery of radiation by RIT may prevent cellular
DNA repair from occurring.

In general, the terms and definitions for other radiotherapy or
nuclear medicine techniques still apply with this method of
delivering radiation. The total body residence time or
clearance rate of the radioisotope depends upon size of the
tumor, splenomegaly and bone marrow involvement. The
administered dose is the therapeutic amount of radioactivity
administered to a patient and is measured in mCi (or MBq).
The absorbed dose is the radiation to the tissue (tumor or organ)
or total body and is measured in cGy. The process of relating
the administered dose of radioactivity to the absorbed dose of
radiation to the tissue is called dosimetry.!!

General Treatment Schema

Strict release criteria for patient and staff safety must be
maintained for the safe administration of RITs used to treat
lymphoma today. Patients should have adequate marrow
reserves with a near normal hemogram and <25% marrow
involvement with disease (<10% if only sampled unilaterally)
The RIT therapeutic regimen for the presently available
agents in NHL is delivered in two sets of intravenous
infusions given 7 to 14 days apart. Nonradioactive antibody is
given before both the “dosimetric” infusion and the
“therapeutic” infusion to protect normal visceral sites from
binding of the radioactive moiety and improve distribution of
the radioactive doses to the tumor sites throughout the body.
Within a couple hours of infusion of the nonradioactive dose
(tositumomab for Bexxar or rituximab for Zevalin), a trace
amount of radioisotope bound to an anti-CD20 antibody is
initially given to enable physicians to evaluate the clearance
of radiation from the patient’s body with gamma camera scans
(1311 for Bexxar or indium-111 [!!lIn] for Zevalin). These
scans allow evaluation to ensure that abnormal or altered
distribution to the marrow, spleen, brain, lungs or other
organs is not occurring and that proceeding with the larger
‘therapeutic dose’ would be considered safe.

The ‘therapeutic dose’ follows this ‘dosimetric dose’ 7 to 14
days later. In the case of 13!I-tositumomab therapy, factors
affecting clearance of the antibody include tumor size,
splenomegaly and bone marrow involvement leading to a
4-fold variation in effective half-life of 131I-tositumomab.
Therefore, the dosimetric scans are utilized to determine the
dose of 1311 to be bound with the tositumomab specifically
calculated for the individual patient to deliver a target dose of
75 cGy total body exposure (65 cGy if the platelets are
100,000/L to 150,000/L rather than >150,000/L). In the case
of therapy with 90Y-ibritumomab tiuxetan, if the dosimetric
scans do not show altered biodistribution then a weight-based
constant dose of 90Y-ibritumomab tiuxetan of 0.4 mCi/kg to a
maximum of 32 mCi is delivered to the patient (0.3 mCi/kg if
the platelets are 100,000/L to 150,000/L).

131]tositumomab

Tositumomab is a murine immunoglobulin G2a anti-B1
antibody that targets CD20 and is covalently bound to 13T as
the active radiolabeled moiety.!2 Widely used for over 50
years, 1311 is relatively inexpensive, widely accessible, easily
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Table 1. Differences between 131|-tositumomab and 90Y-ibritumomab tiuxetan

Property
Antibody

Dosing determination

Radiation absorbed in normal tissue
Pre-dosing with naked antibody Yes
Radioisotope — radiation
Target

Radioisotope 1/2 life 8 days
conjugated and can be used for both imaging and treatment
(has both gamma and beta emissions). The B-particles have a
half-life of 8 days and a short path length. Unfortunately, the
31T conjugates are rapidly degraded and released into the
circulation with partial elimination in the gastrointestinal
tract and urine. Exposure in this way to the 7y rays emitted by
BBIT can present a potential radiation hazard for family
members and health care providers requiring careful
precautions to be followed for at least 2 weeks after
treatment. A study done at the University of Nebraska
evaluated the amount of radiation exposure to family
members from patients treated with 13!1-tositumomab.!3
Twenty-six family members of the 22 patients treated were
provided radiation-monitoring devices to directly monitor
radiation exposure. Measured doses ranged from 10 to 409
mrem. In this and other studies, estimated and measured dose
equivalents to maximally exposed individuals were below
500 mrem (the nuclear regulatory commission threshold for
safe annual exposure). Therefore, RIT with tositumomab and
131T-tositumomab can be safely conducted on an outpatient
basis in most states with certain precautions for 2 weeks
following therapy. In general, these precautions include
maintaining a safe distance of at least 6 feet, when possible,
from others (particularly children and pregnant or nursing
mothers), abstaining from intercourse, using a separate
bathroom, bagging all clothing and washing them separately
from other members of the family, using a separate set of
dishware and washing it separately, eliminating wastes while
sitting at all times and flushing at least 2 times with the seat
down and throwing away the toothbrush used after 2 weeks.

90Y-ibritumomab tiuxetan

Ibritumomab is a murine antibody chemically linked to
tiuxetan which chelates !!'In for imaging and 90Y for
therapy.14 The active radioactive moiety in Zevalin is 90Y
which emits B-particles that are 5 times more energetic than
31T and has potentially better tumor mass penetration. 90Y
has a half-life of 2.7 days and can be administered on an
outpatient basis as well. 90Y is stably retained by the tumor
cells even after degradation, but does not emit 7y rays and thus
cannot be used for imaging (dosimetry). For this reason, !11In
is very similar to %0Y in its radiochemistry and is used as a
surrogate radioisotope for imaging purposes. 90Y is generally

131]-tositumomab
Murine, anti-CD20

After dosimetry to ensure safe
target total body exposure

Yes, particularly the thyroid

lodine-131 emitting y and f radiation

CD20 receptor on mature B cells

90Y-ibritumomab tiuxetan
Murine, anti-CD20

Fixed dose or per
body weight

Yes, particularly marrow and liver
Yes

Ytrium-90 emitting 3 radiation
CD20 receptor on mature B cells

2.7 days

more expensive and more difficult to obtain than 1311,
However, recent efforts have improved drug availability.
Unlike 1311, there is little excretion of the agent in the gastric
contents or urinary system leading to the conclusion that safe
outpatient administration and follow-up can be managed by
following standard universal precautions.

Other Radioisotopes

There are other P-emitting isotopes such as copper-67,
lutetium-177, rhenium-186 (13¢Re) and rhenium-188 which
may be superior to 1311 and 90Y for anti-tumor benefits, but
their use is limited to very few centers.!5 Actinium-22516 and
Bismuth-21217 emit dense o-particles that confer much
higher energy and have a potentially significant increased
ability to eradicate tumor masses, but their short half-lives,
difficult radiochemistry and toxicity to non-target tissues
have, to date, restrict their use. 1251, 1231, and !!!In emit Auger
particles which need to penetrate the cell nucleus in order to
cause DNA strand breaks. However, these Auger particles
have the shortest range of energy deposition making it very
difficult to exert their maximal effect.!® These alternative
radiolabel moieties hold significant promise for future
exploration.

Results for !3!l-tositumomab and ?9%Y-ibritumomab
tiuxetan in Relapsed/Refractory Low- and Intermediate-
Grade NHL

131 tositumomab

A series of clinical trials have established the efficacy of
31]-tositumomab  in  patients with relapsed or
chemotherapy/rituxan refractory follicular lymphoma with
doses of radiation that allowed safe recovery for the vast
majority of patients, if the selection criteria noted above are
followed. Kaminski et al.19 conducted a phase I/II study on 59
patients with relapsed/refractory follicular lymphoma. Forty-two
(71%) of 59 patients responded; 20 (34%) had complete
responses (CR) and 22 (36%) had partial responses (PR).
Response rates were higher (83%) with low-grade or
transformed NHL versus (41%) with de novo intermediate-grade
NHL (P=0.005). For all 42 responders, the median
progression-free survival was 12 months, 20.3 months for
those with CR. Reversible hematologic toxicity was dose
limiting. Five patients developed elevated thyroid-stimulating
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Table 2. Response to 90Y-ibritumomab tiuxetan and 131I-tositumomab in relapsed/refractory low- to intermediate-grade NHL

Investigator Patients/Prior Therapy
90Y-jbritumomab tiuxetan

Knox 199622 18/+

Witzig 199923 51/+

Witzig 200224 57/+

Witzig 200225 143/+
131]-tositumomab

Kaminski 200019 59/+

Vose 200020 47/+

Kaminski 200121 60/+

CR, complete response; PR, partial response; +, received prior therapy

hormone levels, five were diagnosed with myelodysplasia and
three with solid tumors. This was followed by a phase II trial
by Vose et al.20 in which 27 of the 47 patients (57%) treated
with a single dosimetric and therapeutic dose had a response.
The response rate was similar in patients with low-grade
(57%) or transformed low-grade (60%) NHL. The median
duration of response was 9.9 months. Treatment was well
tolerated with the principal toxicity being hematologic. The
most common non-hematologic toxicities related to the
treatment included mild to moderate fatigue (32%), nausea
(30%), fever (26%), vomiting (15%), infection (13%),
pruritus (13%) and rash (13%).

Kaminski et al.2! conducted a study on 60 patients with
relapsed disease refractory to chemotherapy. A PR or CR was
observed in 39 patients (65%) after !3!I-tositumomab
compared with 17 patients (28%) after their last qualifying
chemotherapy (P<0.001). The median duration of response
was 6.5 months after 13!I-tositumomab compared with 3.4
months after the chemotherapy (P<0.001). This study
demonstrated that a single course of 131I-tositumomab was
significantly more efficacious than the chemotherapy.

WY-ibritumomab tiuxetan

A phase I/IT dose escalation study by Knox et al.22 utilizing
90Y-ibritumomab tiuxetan in 18 patients with recurrent B cell
lymphoma demonstrated an overall response rate of 72% (six
CR and seven PR) following a single dose of the drug. The
time to tumor progression was 3 months to >29 months.
Non-hematologic toxicity was minimal but grade IV
myelosuppression was evident at doses above 50 mCi. Witzig
et al.23 subsequently performed a phase I/II trial in 51 patients
with relapsed or refractory NHL. The overall response rate was
67% (26% CR, 41% PR) with higher responses in low-grade
NHL, 82% versus 43% for intermediate-grade disease, and
0% for mantle-cell disease. Time to tumor progression in
responders and duration of response is 212.9 months and
>11.7 months, respectively. Adverse events were primarily
hematologic and correlated with baseline extent of marrow

Percent CR Percent PR
34 38
26 41
15 59
30 50
34 36
32 25
20 45

involvement and baseline platelet count. This was followed by
a study in rituximab-refractory follicular lymphoma in which
57 patients, all of whom were extensively pretreated, were
enrolled.24 The overall response rate for 54 patients with
follicular NHL was 74% (15% CR, 59% PR). The time to
tumor progression was 6.8 months for all patients and 8.7
months for responders. Adverse events were primarily
hematologic. The incidence of grade 4 neutropenia,
thrombocytopenia and anemia was 35%, 9% and 4%,
respectively. This group also conducted a phase III
randomized study comparing 90Y-ibritumomab tiuxetan with
rituximab in 143 patients with relapsed or refractory low-grade,
follicular, or transformed CD20+ transformed NHL.25
Patients received either a single intravenous dose of
90Y-ibritumomab tiuxetan 0.4 mCi/kg (n = 73) or rituximab
375 mg/m? intravenously weekly for 4 doses (n = 70). Patients
in the RIT group were pretreated with two rituximab doses
(250 mg/m?) to improve biodistribution and one dose of
I p-ibritumomab tiuxetan for imaging and dosimetry. The
overall response rate was 80% for the 90Y-ibritumomab
tiuxetan group versus 56% for the rituximab group (P=0.002).
CR rates were 30% and 16% in the 90Y-ibritumomab tiuxetan
and rituximab groups, respectively (P=0.04). Median duration
of response was 14.2 months versus 12.1 months in the
control group (P=0.6) and time to tumor progression was 11.2
versus 10.1 months (P=0.173) in all patients. Reversible
myelosuppression was the primary toxicity noted with
90Y-ibritumomab tiuxetan. Thus, treatment with RIT resulted
in higher CR and overall response rate, but did not increase
overall survival or event free survival.

Results for !3!l-tositumomab and 90Y-ibritumomab
tiuxetan in Previously Untreated Low- to Intermediate-
Grade NHL

B3I tositumomab

There have been three recent studies conducted in previously
untreated low- to intermediate-grade NHL in which patients
were treated with 131[-tositumomab immediately after
completion of systemic chemotherapy either with
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cyclophosphamide-adriamycin-Oncovin-prednisone (CHOP),
cyclophosphamide-vincristine-prednisolone (CVP) or with
fludarabine. In all these studies, patients achieved very high
overall response rates (80% to 100%) with minimal
toxicities.26-28

However, there has been only one study thus far evaluating
the safety and efficacy of !31I-tositumomab therapy as a
single agent in patients with previously untreated stage I11/IV
follicular lymphoma.2? Seventy-six such patients received a
dosimetric dose of tositumomab and !3!I-labeled
tositumomab followed 1 week later by a therapeutic dose
delivering 75 ¢Gy of radiation to the total body. The overall
response rate was 95% with a CR of 75%. After a median
follow-up of 5.1 years, the actuarial 5-year progression-free
survival for all patients was 59% with a median progression-free
survival of 6.1 years. The use of polymerase chain reaction to
detect rearrangement of the BCL2 gene showed molecular
responses in 80% of assessable patients who had a clinical
CR. Of 57 patients who had a CR, 40 remained in remission
for 4.3 to 7.7 years. Hematologic toxicity was moderate with
no patient requiring transfusions or hematopoietic growth
factors. No cases of myelodysplastic syndrome (MDS) have
been observed to date. This study concluded that a single 1-week
course of 13!-tositumomab as initial treatment can induce
prolonged clinical and molecular remissions in patients with
advanced follicular lymphoma. Future phase III evaluations
will be needed to see if this therapy is able to prolong survival
as well.

90Y-ibritumomab tiuxetan

A phase II trial of rituximab and short duration chemotherapy
followed by 90Y-ibritumomab tiuxetan as first-line treatment for
patients with follicular lymphoma has been conducted by the
Minnie Pear]l Cancer Research Network.30 Thirty-three patients
with a median age of 56 years and 54% with stage IV disease
were enrolled. Prior to %0Y-ibritumomab tiuxetan, 27 of 28
patients (96%) had objective responses (9 CRs). All patients
completing CHOP-Rituxan were eligible for RIT. Twenty-two
patients completed therapy and, of these, 19 (86%) were CR and
3 were PR. No unexpected toxicity was seen during
CHOP-Rituxan therapy. Hematologic toxicity = with
90Y-ibritumomab tiuxetan was grade 4 neutropenia in 18% and
grade 4 thrombocytopenia in 0% of the patients.

Use of RIT in Other Types of Lymphoma

CD20 expression is noted in many subtypes of lymphoma, not
just follicular or transformed disease. Therefore, RIT has been
tried in other types of NHL including diffuse large
B cell lymphoma and mantle cell lymphoma among others. A
recent study evaluated initial treatment of mantle cell
lymphoma with sequential RIT with 131I-tositumomab followed
by CHOP chemotherapy.3! Of the 13 patients enrolled, median
age was 68 years and overall response rate was 75%. All were
CR. There were 5 episodes of febrile neutropenia during the
CHOP chemotherapy which was similar to that expected for this
older population of patients. There were three relapses at 6, 9

and 12 months post completion of therapy and median duration
of response has not been reached. Less encouraging results were
seen in 15 patients with relapsed/refractory mantle cell
lymphoma patients treated with 90Y-ibritumomab tiuxetan. Here
a response rate of 33% was noted and patients who had received
one or two prior chemotherapeutic regimens had a higher
response than those who had received more than three prior
regimens (67% vs. 11%, P<0.001).32

Hematopoietic Stem Cell Transplantation (HSCT) in
Combination With RIT

A phase I/II trial was conducted to estimate the maximum
tolerated dose of 13!I-tositumomab that could be combined
with etoposide and cyclophosphamide followed by
autologous stem cell transplantation in 52 patients with
relapsed B cell lymphomas. The estimated overall survival
and progression-free survival of all treated patients at 2 years
was 83% and 68%, respectively. These numbers were superior
to nonrandomized comparable group of patients treated with
total body irradiation in lieu of 131I-tositumomab, etoposide
and cyclophosphamide.33 Another study from the same
institution compared 125 patients with follicular lymphoma
treated with high-dose RIT using !3!I-tositumomab to a
historical control group of patients treated with conventional
high-dose therapy and autologous hematopoietic stem cell
transplantation.34 The two groups were similar except for the
high-dose RIT patients who had slightly higher lactose
dehydrogenase levels and international prognostic scores. The
estimated 5-year overall survival and progression-free
survival were 67% and 48%, respectively for high-dose RIT,
and 53% and 29%, respectively for conventional high-dose
therapy. One hundred-day treatment-related mortality was
3.7% in the high-dose RIT group and 11% in the conventional
high-dose therapy group. The probability of secondary
MDS/acute myeloid leukemia (AML) was estimated to be
0.076 at 8 years in the high-dose RIT group and 0.086 at 7
years in the conventional high-dose therapy group.

The University of Michigan evaluated all patients from
1992-2001 who previously had therapy with 13!1-tositumomab
and then had undergone HSCT for relapsed disease.35 In all,
12 patients relapsing after 13!I-tositumomab had undergone
HSCT. Two of these 12 also had a diagnosis of therapy-related
myelodysplasia. Most of these patients showed prompt
engraftment, but six patients relapsed, including all five
autologous and one allogeneic recipient. Four patients were
alive with no evidence of disease at the time this abstract was
published. Three allogeneic recipients died either from
graft-versus-host-disease, relapse or acetaminophen-induced
hepatic necrosis. This study demonstrated the feasibility of
allogeneic or autologous HSCT in heavily pretreated
lymphoma patients who also received 13!1-tositumomab.

There is one ongoing phase I trial of dose-escalated
90Y-ibritumomab tiuxetan followed by BCNU, etoposide,
cytarabine and melphalan (BEAM) chemotherapy and
autologous stem cell transplant in patients with

CM&R 2005 : 3 (August)

Rao et al. 161



refractory/relapsed CD20+ NHL.3¢ Twenty-eight patients
have been enrolled thus far and five patients have safely
received 99¥-ibritumomab tiuxetan doses at >0.5 mCi/kg.
Formal results from this study are pending at this time.

Other Pertinent Issues Related to RIT

Incidence of MDS/AML

A retrospective study evaluating the incidence of MDS/AML in
773 patients enrolled in seven studies utilizing 131I-tositumomab
has been reported.37 All these patients had <25% bone marrow
involvement and received a 65 cGy or 75 cGy total body
radiation dose. There were a total of 20 confirmed cases of MDS
(n=17) and AML (n = 3). The annualized incidence for the 773
patients was 1.45%/year. Twelve of the 20 patients had
cytogenetic testing. Eleven of 12 patients had at least one
abnormal or loss of chromosomes 5 or 7. Overall, the incidence
rates of MDS/AML following targeted systemic radiation with
131 -tositumomab are consistent with those reported from their
pre-1311-tositumomab chemotherapy and radiation. Another
group evaluated the incidence of MDS/AML in patients with
NHL treated with 90Y-ibritumomab tiuxetan and found that 10 of
770 patients over the past 9 years had developed MDS or AML
after therapy.38 Annualized rates for the development of MDS or
AML were 0.21% and 0.62% per year, respectively. Most
patients displayed multiple cytogenetic aberrations, especially
involving chromosomes 5 and 7, similar to those seen after
treatment with 131T-tositumomab.

RIT in elderly patients

Elderly patients with NHL may have additional co-morbidities
and poor functional status limiting the use of chemotherapy or
combined modality therapies. Multiple studies have now
evaluated the safety and efficacy of 13!I-tositumomab and
90Y-ibritumomab tiuxetan in these elderly patients. One group
evaluated 269 elderly patients, median age 69 years treated with
131T-tositumomab.3® Forty percent of the patients had bone
marrow involvement and 72% had low-grade NHL and 28%
had transformed low-grade NHL. The patients received a
patient-specific total body absorbed radiation dose of 65 cGy or
75 cGy based on platelet count. Grade 4 neutropenia occurred
in 16% and grade 4 thrombocytopenia in 2% of patients.
Supportive care was used in 23% of patients in the form of
growth factors, transfusions and antibiotics. In general, these
elderly patients tolerated RIT well. It was thought that specific
age-related dose adjustments were not required.

The same group performed a follow-up study and stratified
patients by age (61 to 70 years,n = 250; >70 years, n=159) and
compared them with younger patients <60 years (n = 586).40
Patients >60 years more frequently had transformed histology,
prior radiation therapy and a modified international prognostic
index score of 3 to 5 (P<0.001). Grade 3/4 neutropenia occurred
in 44.4% of younger patients, 36.4% of patients age 61 to 70
years and 36.3% of patients age >70 years. Grade 3/4
thrombocytopenia occurred in 41.4% of patients age <60 years,
32.8% of patients age 61 to 70 years and 29.1% of patients age
>70 years. About 30% of patients in each arm required some

hematologic supportive care in the form of growth factors or
transfusions. Serious hemorrhagic events occurred in <2.5% of
patients in each group. Overall, infections were more common in
younger patients (P=0.004), but serious infections such as sepsis
or pneumonia occurred more often in older patients (P=0.02).

RIT and the Relationship to the Degree of Bone
Marrow Involvement

RIT with 90Y-ibritumomab tiuxetan and 13!I-tositumomab has
elicited good response rates in patients with relapsed/refractory
or newly diagnosed, low- to intermediate-grade NHL.
Unfortunately, marrow suppression is the dose limiting
toxicity with neutropenia and thrombocytopenia in most
patients. In most studies patients with >25% bone marrow
involvement lymphoma (assessed by bilateral posterior iliac
crest core biopsies) were excluded because of concern for
potential radiation damage to normal marrow progenitor cells
as a result of crossfire from RIT-bound lymphoma cells. One
group recently evaluated the relationship between bone
marrow involvement and hematologic toxicity in 368 patients
with NHL treated with !3!I-tositumomab.4! They found a
dose-dependent degree of toxicity with patients having 0%
bone marrow disease (there was 15% grade 4 neutropenia and
11% grade 4 thrombocytopenia). In patients with 20% to 25%
bone marrow involvement, 41% patients had grade 4
neutropenia and 23% had grade 4 thrombocytopenia.

In a more recent study, 11 patients with >25% bone marrow
involvement and platelet count of >150,000/mm3 were
administered patient-specific doses of 13!-tositumomab.42
Median bone marrow involvement was 40% and a patient
specific dose of 13!-tositumomab was administered to deliver
a total body dose between 45 cGy and 55 cGy. Dose limiting
toxicity was hematologic with 27% of patients requiring
hematologic supportive care. Two patients had a median
duration of response of 1 and >43.6 months. The authors
concluded that patients with >25 % bone marrow involvement
could tolerate 45¢Gy total body dose of 1311-tositumomab and
have a reasonable response to the same.

Future Directions for RIT

Non-Cellular Targets: Anti-Tenascin Antibody

It has been demonstrated that there is a significantly increased
expression of extracellular matrix protein tenascin-C in
patients with NHL. This increased stromal expression
correlates with increased angiogenesis and blood vessel
immaturity leading to increased resistance and disease
progression. The enhanced expression of tenascin in diffuse
and aggressive lymphomas has prompted the evaluation of
radiolabeled therapy directed at this stromal component,
especially in patients who have failed treatments directed at
differentiation antigens on tumor cells themselves. Rizzieri et
al.#3 recently evaluated the pharmacokinetics, dosimetry,
toxicity, and response in 9 patients who were administered
radiolabeled antibody directed toward tenascin-C, 13!1-labeled
chimeric 81C6 monoclonal antibody. The mean whole-body
effective half-life for 131I-labeled chimeric 81C6 monoclonal
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antibody of 110 hours was similar to that for 13!I-rituximab of
88 hours and longer than that of 131[-tositumomab of 56
hours. This prolonged half life may be encouraging in terms
of attacking tumor cells but may also cause damage to normal
organ tissue leading to significant hematologic side effects
which may be dose limiting. It was also noted that this
monoclonal antibody had rapid uptake in the liver and
marrow and a slower, but enhanced uptake in selected tumors
sites over normal tissue. Currently, this form of therapy
directed against the tumor stroma remains investigational
with aims at minimizing toxicity to normal viscera.

Pretargeted RIT

In order to increase the efficacy of RIT, pretargeting
mechanisms have been devised whereby the tumor is
pretargeted with an antibody construct that has affinity for the
tumor-associated antigen and for a radiolabeled hapten.
Weiden et al.#4 conducted a pilot study in 10 patients with
NHL who had failed all previous therapy including rituximab
and Bexxar. In this study, rituximab was conjugated to a
tetravalent streptavidin molecule, infused intravenously and
followed 1 to 2 days later by a proprietary biotinylated,
N-acetylgalactosamine-containing a “clearing agent” that
removes surplus antibody from the bloodstream. Three hours
later therapeutic 99Y-biotin was administered. Four of 7
patients receiving 30 mCi to 50 mCi of 90Y-biotin achieved
objective remission, including two CRs. This was followed by
a phase I study in 15 patients using anti-CD20-streptavidin
fusion protein (BO9E9FP) as the targeting moiety in order to
define its pharmacokinetics and immunogenicity.*S BOE9FP
was found to have a mean plasma half-life of 25 + 6 hours
with 95% clearance within 6 hours of administering the
clearing agent. No significant hematologic toxicities were
noted in 12 patients, but 2 patients had hematologic toxicity
attributed to progressive disease, 2 patients were CR and 1
patient was PR.

Other Antigenic Targets

A number of B-lymphocyte antigens other than CD20 have
recently been evaluated as targets for immunotherapy in NHL.
These antigens include CD22, CD52, CD30, CD80 and HLA-DR
and have been thought to be useful in patients who may exhibit
resistance against rituximab (anti-CD20). Epratuzumab is the
humanized version of LL2, the IgG antibody directed against
the CD22 antigen. This antibody is rapidly internalized after
attachment to CD22 and it binds minimally to normal tissues
other than the spleen.¢ Epratuzumab has been evaluated as a
single agent and in combination with rituximab in patients with
relapsed/refractory NHL. One of the first studies that evaluated
antibody distribution, pharmacokinetics, dosimetry, toxicity
and tumor targeting of 131I-labeled LL2-anti-CD22 antibody in
16 patients with relapsed NHL showed tumor responses even
with small doses of the drug.4’ In a Dutch study, 18 patients
with relapsed/refractory CD22+ NHL were imaged with
technetium-99 (9°mTc¢)-labeled epratuzumab, followed by RIT
with 186Re-epratuzumab a week later.#8 Myelosuppression was
the dose limiting toxicity seen in most patients. One patient had

CR, 4 patients had PR, 4 had stable disease and 6 patients
progressed after RIT. More recently it has been demonstrated
that 90Y-labeled LL2 anti-CD22 antibody resulted in more
favorable tumor dosimetry when compared to !31I-labeled
LL2 anti-CD22 antibody.4?

Other agents that have been evaluated in NHL include anti-CD80
and anti-CD52 monoclonal antibodies (CAMPATH-1H). All
these new antigenic targets have shown promise in
preliminary studies but need to be evaluated in larger clinical
trials and in combination with radioisotopes.

Conclusion

RIT combines the benefits of immunotherapy and radioisotopes
and has been shown to be effective therapy for NHL, both in
relapsed/refractory cases and in newly diagnosed patients.
While initial success was found with low-grade NHL, recent
studies have shown promising results in other subtypes of
lymphoma, even patients with mantle cell and aggressive diffuse
large cell disease. 13!I-tositumomab and %0Y-ibritumomab
tiuxetan have also been safely used as a conditioning regimen
in conjunction with chemotherapy for patients undergoing
HSCT and have been shown to be superior to total body
irradiation. While initial studies excluded patients with
>25% bone marrow involvement, there are ongoing studies
utilizing RIT in this group of patients to produce a durable
response. The main concern with toxicity has been
myelosuppression and treatment-induced MDS and one must
continue to monitor these patients long after treatment is
completed. Other recent developments have included using
radioisotopes other than 131T and 90Y utilizing cellular targets
like tenascin and utilizing other target antigens on B cells
like CD22. These preliminary studies need to be evaluated in
larger, prospective, randomized studies for the treatment of
NHL. The future of lymphoma therapy will realize a broader
use of RIT utilizing different radiolabeled moieties and
targets for a greater array of lymphoma subtypes.
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